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PROLEUKIN®
Aldesleukin
For Injection

WARNING
PROLEUKIN® (aldesleukin for imection) should be administered only in a hospital setting under the supervision of a qualified
phystcian expenienced in the use of anti-cancer agents An intensive care faciity and specialists skilied cardiopuimonary or
IMeNsIve care medicine must be available
Proieukin agminisiration has been associated with capillary teak syngrome (CLS). CLS results in hypotension and reduced organ
perfusion which may be severe and can result in death
Therapy with Proleukon should be restncted 10 patients with normal cardiac and puimonary tunctions as defined by thallum stress
testing and formal putmonary function testing Extreme caution should be used in patients with normal thallium stress tests and
pulmonary function tests who have a history of prior cargiac or pulmonary disease
Proleukin adinistration should be held in patients developing moderate to Severe lethargy or somnoience: continued adminis-
1ralion May result n coma

DESCRIPTION

PROLEUKIN® (aldesteukin). a human recombinant iterieuksn-2 product. ts a highly punfied protern with a molecufar weight of approximately
15.300 daltons. The chemucal name ts des-alanyl-1. senne-125 human interieukin-2 Proleukin, a lymphokine. is produced by recom.
penant DNA technology using 2 genetically eng £ cotstranc g an analog of the human interieuian-2 gene. Genetic engineer-
ing techmiques were ysed to modify the human IL-2 gene. and the resufting expression clone encodes a modified human interleukin-2.
This recombinant form ditters from native interteukan-2 in the foliowing ways 3} Proieukin 1s not glycosylated because tt is denved irom
£ coh . b) The molecule has no N-terminal alanine. the codon for this aming acid was deleted during the genetic engineering proce-
gure. ¢} The molecule has serine substituted for Cysteine at amino acid position 125, this was accomplished by sie specific manipula-
tion dunngz"'e genetic engineenng procedure. and d) the aggregation state of Proleukin is hikely to be ditferent from that of native
irrerieukin-

Biological activities tested i viirp for the native non-recombinant molecule have been reproduced with Proleukin.* ?

Proteukan for Ingection is Supphied as a sterie. white 10 Of-wiite. tyophuhzed cake 1 Smgie-use vials itended for intravenous (IV) adminis-
waton When reconstituted with 1.2 mL Stente Water for Ijection. USP each mi contains 18 mullion IU (1.1 mg) Profeukin, 50 mg
maratol and 018 mg sodium godecy suttate. butfered with approximatety 0 17 mg monobasic and 0.83 mg dibasic sodium phosphate
toapHof758ange721078) The manufacturing process for Proleukin involves fermentation in a defined medium containing tetracy-
ching hygrochionde The presense of the antibrotic IS ot detectable in the final product Proleukin contains no preservatives in the finat
product

Proleukin brological potency is determined by alymphocyte prokeration tioassdy and 1S expressed i International Units (1)) as estab-
nshed by the World Health Organization 157 International Standard for wterieion 2 (human) The relatonstip between potency and
protein mass 15 as follows

18 madlion {18 x 108) JU Proleuiun® = 11 my protein

CLINICAL PHARMACOLOGY

Proleukin® has been shown to possess the bioiogical actwity of human natrve interleukin-2 * * /n witro studies performed on human
ceft knes demonstrate the immunoregulatory properties of Proleukin including 2 enhancement of lymphocyte mitogenesis and stimy-
1ation of long-term growth of human interievkan-2 dependent cefl knes By enhancement of lymphocyte cytotoxicity, € induction of
kiier cell {lymphokine-actrvated (LAK) and naturat (NK)] actity and g} induction of mterterpn-gamma production.

The i vivo admmstranion of Proteukan in select munne tumor MOGels and in the chric produces muttiple immunological effects in a
dose dependent manner These effects mClude activation 0! celtular immunity with profound tymphocytosis. eosinophilia, and thrombo-
cytopenia. and the production of cytokines including tumor necrosis factor IL- 1 and gamma wterteron * /n vivo expenments in muring
tumor modets have Shown inubrion of tumor growth * The exact mechanesm by whech Proleusan Medkates s antitumor activity In animals
and humans 1S unknown

Prarmacokinetics: Proteukin 2xists as biologically active. non-covalently bound microaggregates with an average size of 27 recom-
taant merleuidn-2 molecules The solubiang agent. Sodwm dodecy! suitate. may have an effect on the kinetic properties of this product.
The pharmacokinetic profile of Proleukn is tharactenzed by hgh plasma concentrations foliowing a short IV infusion. rapid distriby-
110 10 extravascular, extraceltular space and elimnation from the body by metaboksm in the kidneys with hittle or no bioactive protein
excreted in the ynae

Studes of IV Proleylan in sheep and humans ndicate that approumatety 30% of the aomnestered dose ndtialty distnbutes 1o the plasma

Thes 15 consistent with studies 1 rats that demonstrate a rapid | < § minyte) ang preferential uptaie of approxmatety TD% of an administered
dose mto the kver. kidney anc lung

The serum hatt-ite (T 1/2) curves of Projeukin remaining i the pasma are denved from studres done in 52 cancer patients following
a5 minute IV nfuston * These patients were shown to have 3 distribution and emenation T 1/2 of 13 and 85 minutes. respectively
The relatively rap«d clearance fate of Proleukin has led to 00sage schedues charactenzed by trequent. short infusions. Observed serum
levels are proportiona! to the dose of Proleukin

Following the wnrtiat rapid 0rgan distribution descnbed above. the prmary route of clearance of circulating Proleutan 1S the idney. in
humans ang animals. Proleulin s cleared from the circulation by both glomerutar fittraton and pentubular extraction in the kidney **
Thus dual mechanism for deivery of Proteuian 1o the proximal tubule may account for the preservation of ciearance i patients with
nsing serum creatinine values Greater than 80% of the amount of Proleuksn drstnbuted 10 plasma. cleared from the circulation and
presented 10 the kigney 15 metabolwred 10 aming acids in the celts kung the proximal comvoluted tubules In humans, the mean clear-
ance rate i cancer panents s 268 mL/min *

Immunogesicity: Fitty-exght of 76 renal cancer patients (75%) treated with the every 8 hour Proleukn regimen developed low titers
o

non-neutraiang ant-eterievion-2 antibodies Neutrakong antibocies were not setected n thes group of patients. but have been detected
0 1/106 < 190) pabents treated with IV Proleuion using a wide vanety of schedules and doses The chrucal sigrificance of antb-interieukin-2
antbodies 1S unknown

Clinical Experience: Two hunared and fifty-five patients with metastat renal cel cancer were treated with sngle agent Proleulan. Treatment
was given by the every 8 hou: regimen in 7 chnical studies conducted at 21 mstitutions To be ehqible for study, patients were required
10 have biimensionalty measurable desease. Eastern Cooperative Oncology Group (ECOG) Pertormance Status (PS) of 0 or 1 (see Table I);
and normal organ function, Ciuding normal cardiac stress test and puimonary funchion tests Patients with brain metastases. active
wiechions. organ aliogratts 210 Giseases requinng Stertd treatment were exciuded in addition. 1t was noted that 218 of the 255 (85%)
pateents had undergone nephrectomy pror to treatment with Proleukin

Protevion was given by 15 mnute IV intusion every 8 hours for up 10 5 days imaximum ot 14 doses) No treatment was given on days
610 14 and then dosng was repeated for up to 5 days on days 15 10 19 imaximum of 14 doses) These 2 cycles constituted 1 course
of therapy All patients were treated with 28 doses of untd dose-kmuting taxiity occurred requinng ICU-level support. Patieats recewved
amedian of 20 of 28 scheduled doses of Proleukin Doses were held for specific toxicities {See *DOSAGE AND ADMINISTRATION
Section Dose Modification™ Subsection) A vanety of senous adverse events were encoutered including fypolension. obguna/anuna;
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mental status changes including coma. pulmonary congestion and dyspnea. b, .ing: respiratory failure leading t0 Intubation: ven.

yncular arrythmias. myocardial :schemia and/or tarction seys of intestinal perforation. renal failure requinng dialysis. gangrene.
sequres. sepsis and death (See “ADVERSE REACTIONS™ Section)

pue (0 the loxicimes encountered dunng the chimeal tnals. iwvestigators used the following concomitant medications Acetaminophen
and ndomethacin were started immediatety pnor 1o Proleutan to reguce fever Renal function was particularty monitored because ndometha.
cin may Cause synergistic nephrotoxicity Mepentine was added to control the GOTs associated with fever Ranmding or imetigine
were given for prophylaxis of gastrontestinal intation and bieeing Antiemetics and anudiarmeals were used as needed (o treat other
astromntestina) side etfects. These medications were discortinued 12 hours atter the last dose of Prolevkin Hydroxyane of diphen-
raming were used 10 control Symptoms from prurric rashes and continued untt resolution of pruritis NOTE: Prior to the use of any
pmduct mentioned in this paragraph, the physician should refer i the package insert for the respective product.

For the 255 patients in the Proleukin database. objective response was seen i 15% or 37 patients with nine {4%) complete and 28 (11%)
artial responders. The 95% confidence interval for response was 1110 20%. Onset of tumor regression has been observed as early
25 4 weeks atter completion of the first course of treatment and tumor regression may continue for up t0 12 months after the start of
atment. Durable responses were achreved with a median duranon of obrectrve (partial or complete) fesponse by Kaplan-Meier projection
ol 232 months (1t 50 months) The median duration of objective partial response was 18.8 months. The proportion of Tesponding
atients who will have response durations of 12 months or greater 1s projected o be 85% for all responders and 79% tor patients with
parnal responses (Kaplan-Meser)

Complete Partial Response Onset of Median Duration
Responders Responders Rate Response of Response
9 (4%} 28 (1) 150 110 12 mos 23.2 months
(range 1-50)

52 was Observed in both Jung and non-iung sites (e g kver. lymph node. renal bed recurrences. soft Bssue). Pabients with mdmidual
pulky lesions {>5 x 5¢m) as well as large cumuylative tumaor burden (> 25 cm? tumor area) achieved durable responses.

An analyss Of prognostic factors showed that performance status as defined by the ECOG (see Table i) was a significant predictor of
response PS 0 patients had an 18% overall rate of obrective response. which included all 9 complete response patients and 21 of 23
partial response patients. PS 1 patients had a iower rate of response (99%). all of which were partial responses. In this group it was nota.
ple that 6 of the 7 responders had fesolution of tumor related symptoms and improved performance status to PS 0. All seven patients
were fully functional and 4 of the 7 returned to work. Suggesting that responses among the PS 1 patients were clinically meaningfyl
a5 well (see Table I1}

1n addition, the frequency of toxicity was related to the performance status. As a group. PS 0 patients, when compared with P$ 1

jents. had lower raies of adverse svents with lewer on-study deaths (4% vs. 6%). less frequent intubations (8% vs. 25%), gangrene
{0 vs. 6%). coma (1% vs. 6%). Gl bleeding (4% vz. 8%), and sepsis (6% vs. 18%). These differences in toxicity are reflected
in the shorler mean time 1 hospital discharge for PS 0 patients (2 vs. 3 days) as well 25 the smaller percentage of PS 0 patients exper-
iencing 2 delayed (> 7 days) discharge from the hospital (8% vs. 19%).

TABLE |
PERFORMANCE STATUS SCALE
Performance Status Equivalent Performance Status Definitions
ECOG°  Kamolsky
0 100 Asymptomatic
1 80-90 Symptomatic. fully ambulatory
2 606-70 Symptomatic. in bed iess than 50% of day
3 40-50 Symptomatic. in bed more than 50% of day
4 20-30 Bedniaden
Zubrod. CG. et al J Chron Dis 13 7-33, 1960
TABLE N
PROLEUKIN RESPONSE ANALYZED BY ECOG* PERFORMANCE STATUS (PS)
Pre-Treatment No of Patients Response % of Patients On-Study
ECOG PS Treated {n=255) CR PR Responding Death Rate
0 166 9 2 18% 4%
1 8 0 7 9% 6%
22 9 [ 0% 0%
*Eastem Cooperative Oncology Group
INDICATIONS AND USAGE

Proeulun (algesieulan} 15 ingicated for the treatment of a0ults { 2 18 years of age) with metastatic renal cell carcinoma.

Caretul panent selechon 1S mandatory pnor 1o the adrmnestrabon of Proleukin: See “*CONTRAINDICATIONS ™ *“WARNINGS™* and “‘PRECAU-
TIONS ™ Sections regarding patient screening. mncluding recommended cardiac and pulmonary function tests and laboratory tests,

Evaluahon of Climcal studies 30 date reveals that patents with more favorable ECOG pertormance status (ECOG PS 0) at treatment initi-
hon respond better 1o Proleulan. with 2 wgher response rate and lower taxicrty (See **CUNICAL PHARMACOLOGY ™" Section. **Clini-
cal Experience”” Subsection) Therelore. selection of pabents for treatment shoukd nclude assessment of performance status. as descrived
w Tabie |

Expenence m patients with PS > 115 extremety kinwted

CONTRAINDICATIONS

Proieukm (aldesieukin) S contrandicated m patients with 2 known fustory of hypersensitvity to interieukin-2 or any component of the
Projeuian formulation

Patsents with an abnorma) thallrum stress test or pulmonary funchion tests are excluded ftom treatment with Projeukin. Patients with
organ ahlografts should be excluded as well In addimion retreatment with Proleytan is contraindicated in pabents who expenienced the
followng toxicities while recenving an earher course of therapy

« Sustaned ventncular tachycardia | = 5 beats)

 Cartac hythm gisturbances not controtied of unresponstve 1o management

o Recurrent chest pain with ECG changes. consistent with angma or myocardial infarction
« Intubation required > 72 hours

o Pencardial tamponade

 Renal dystunction requinng dialysis > 72 hours

« Coma or toxic psychosis lasting > 48 hours

 Repetstive o dithicult to control sewures

» Bowel 1schemia/ pertoration

* G bieeding requinng singery

Y
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pox ) adminisiration has been associated with capitary leak syndrome (CLS) which results from extravasation of plasma
oSt 0 the extravascular space and loss of vascular tone CLS results in hypotension and reduced organ perfuston wiich
oratetns and fjujﬂj"',“ resutt in death The CLS may be associated with cardiac arrhythmias (supraventnicular and ventncular], anging
may mmseﬁ&:;:‘o;"“”m's";.}mw insufficiency requinng intubation. gastrontestinal bleeding or infarction, renal insufficiency. and mental
ardia '

£s
status chang e adverse events which generally accompany Proleukin theray at the recommended dosages, thorough chnical

Because of :,';3 m performed to excluge {rom treatment patients with ignificant cardiac, pulmonary. renal. hepatic or CNS imparment

evaluation S events occur. which fequrre gose modification. 00sage should be withheld rather than reduced. (See “DOSAGE AND
gnould a0VerSEERETS o “Dinea Modif -

ADMINISTRATIGR Section. =555 =25
xacerbate disease Symptoms i patients with chnicaily unrecognized or untreated CNS metastases. Al patients should

1 evaluation and treatment of CNS metastases pnor to receiving Profeukin therapy. They should be neurologically stable
nave tngf;a'{'ﬂve CT scan. In addition. extreme caytion should be exercised in treating patients with a history of seizure disorder because
witha #

Proteuion may Cause SeIZUres » .
Proleukin trealment 1 associated with impaired neutrophd function (reduced chemotaxis) and with an increased fisk of is-
intensive 7 ion, inciuding sepsis and bactenal endocardits. n treated patents. Consequenty. pre-2sting bacterialinfechons shouid
mwtel weated pnor 1o 1nitiation of Proleukin therapy. Additionatly, all patients with indwelling central lines should receive ant-
be adeuuél"w;;mS etfectve against Saureus **-** Anbbronc prophylaxis which has been associated with a reduced incidence of staphylogoc-
bt P00 < i Proleukin studies includes the use ot oxacilin. nafcilkn, ciprofioxacin. or vancomyein. Disseminated infections acquireg
a .mecm;e of Proleukin treatment are a major Contrbutor 10 treatment morbidity and use of antibiotic prophylaxis and aggressive
e “:,(: of suspected and documented infections may reduce the morbidity of Proleukin treatment. NOTE: Prior to the use of any
;ﬁ,’,‘; mentioned in this paragraph. the physician should refer to the package insen! for the respective product,
PRECAUTIONS
General: Patients should have normal cardiac. puimonary. hepatic and CNS function at the start of therapy. Patients who have had a
nephrectomy are still ehgible for treatment 1f they have serum Creatinine tevels < 1.5 mg/dL.
Agverse events are trequent. often senous. and sometimes fatal
Capillary leak syndrome (CLS) begins immedhately atter Proleukin Ireatment stants and is marked by increased capillary permeability
o protein and fluds and reduced vascular tone In most patients. this results in a concomitant drop in mean arterial blood pressure
wittun 2 ta 12 hours after the start of treatment With continued therapy. cliically significant hypotension (defined as systalic biood
ressure below 90 mm Hg or 2 20 mm Hg drop trom basehne systohc pressure) and hypoperfusion will occur. In addition, extravasa-
tion of pratewn and fluigs mto the extravascular space will lead to edema formation and creation of effusions.

Medical management of CLS begins with careful monitoning of the patient’'s fiuid and organ perfusion status. This is achieved by fre.
quent determination of biood pressure and pulse. and by monitonng organ function, which includes assessment of mentat status and
unne output Hypovolermia i1s assessed by cathetenzation and central pressure monitoring.

Flexibility 0 flnd and pressor management 1s essential for maintaining organ perfusion and blood pressure. Consequently. extreme
caution should be used in 1reating patients with fixed requirements for large volumes of fiuid {2.9. patients with hypercalcemia).

Patients with hypovolemia are managed by admuustenng IV fluids. either collords or crystalloids. IV fluids are usually given when the
central venous pressure (CVP} 15 below 3 to 4 mm H,0 Correction of hypovolemia may require large vofumes of IV fluids but caytion
is required because unrestraned fluid administraion may exacerbate probiems associated with edema formation or effusions.

With extravascular fluid accumulation. edema 1s common and some patients may develop ascites or pleural effusions. Managem?nt
of these events depends on a caretul balancing of the etfects of fiurd shifts o that nerther the consequences of hypovolemia (e.g. impairag
organ perfusion) nor the consequences of fluid accumulations (e g pulmonary edema) exceeds the patient’s tolerance.

Clirucal expenence has shown that earty admunestration of doparmune {1 ta S ug/kg/min to patients manifesting capillary ieak syndrome,
petore the onset of hypalension. can hetp 1o maintain organ pertusion particutarly to the kidney and thus preserve urine output. Weight
and urine output should be caretully monttored U organ perfusion and biood pressure are not systained by dopamine therapy, climical
wvestigators have increased the dase of doparmne 1o 6 to 10 ug/kg/mun or have added phenylephrine hydrochioride (1 to 5 uo/kg/min)
tolow dose dopamine. {See “CLUINICAL PHARMACOLOGY " Section. **Clinical Experience’” Subsection]. Prolonged use of pressors,
either in combination or as indrvidual agents, at relatively fugh doses. may be associated with cardiac rhythm disturbances. NOTE: Prior
to the use of any product mentioned in this paragragh, the physician should refer to the package insert for the respective product.
Fature 10 maintain organ pertusion, demonstrated by altered mental status. reduced unne output, a fall n the systolic bipod pressure
below 90 mm Hg or onset of cardiac arrhythmaas. should lead to holding the Subsequent doses untit recovery of organ perfusion and
ateturn of systolic blood pressure above 30 mm Hg are observed {See “DOSAGE AND ADMINISTRATION" Section. **Dose Modifica-
tion™ Subsection)

Recovery from CLS begins soon atter cessation of Proteukirt therapy Usually. within a few hours, the biood pressure nises, rgan per-
tusion s restored and resorption of extravasated Huid and protein begins If there has been excessive weight gain or edema formation,
particularty if assoc:ated with shortness of breath trom pulmonary congestion. use of diuretics, ance blood pressure has normafized.
has been shown to hasten recovery

Oxygen 15 given to the patient if puimonary function monitoring confirms that P,0, is decreased

Proleukin agmimstration may cause anerma and/or thrombocytoperia Packed red biood cell transtusions have been given both for
febet of anemia and 10 nSue mama) typen carryng capacity Platelet transhusions have been iven to resoive absolute thrombocytopenia
and 10 reduce the nsk of Gl bleeding In ad@imon. leukopenia and neutropenia are observed.

Proieulan adrmunistraton results n fever chils. ngors. prurttis and gastrowmtestinal Side effects in most patients treated at recommended
doses These side effects have been aggressively managed as descnbed in the **CLINICAL PHARMACOLOGY™ Section. *Clinical
Experience’” Subsection

Renal and hepatc funchon 1 impared dunng Prolevan treatment Use of concometant medications known to be nephrotaxic or hepatotaxic
may turther increase 1oxicity 1o the kidney of liver In addimon, reduced kidney and liver function secondary to Proleukin treatment may
Gelay eminglion of concomitant medicanons and ncrease the fisk of adverse events from those drugs

Patients may expenience mental status changes nciuding irmtabuiity. confusion. or depression whife recesing Proleukin. These mentat
Status changes may be indicators of bacteremua or earty bactenal sepsis. Mentaf status changes due solely 1o Proleukin are generalty
feversibie when drug administration 1s dscontnued However. afterations in mental status may progress for several days before
recovery begins

Impairment o thyroed function has been reported followng Proleulun treatment. A small number of treated patients went on to require
thyroid replacement therapy Thisimpairment of thyrosd funchon may be a manifestation of autoimmuntty. consequently. extra caution
should be exercised when treating patients with known autosmmune Gisease

Proteukin (aldesteukn) enhancement of celiular immune function may increase the risk of affograft rejection in transplant patients.

Laboratory Tests: The following chical evaluations are recommended for ali patients, pror to beginming treatment and then daily dur-
ng drug adnumstration

« Standard hematologic tests — mcluding CBC. drtterential and platetet counts
* Biood chemstnes — includmyg electrolytes. renal and hepatic function tests
® Chest x13ys
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AN paerts should have bassine pubmonary funchon tests it artenlblood ases. Adequate function shoukd be docurented

o imbt mmdd anak meine 0 initiatine tharmm All aatiante nhaiitd ho cnsaannd unth o ateane thal

(FEV >2ktersor 275-* o Wﬁl" o hﬂ“‘“ a0 §GE;j Pl 10 INMGEUNG HLTAPY. An PAUBILS 300 UT STITTHET Wil 8 Stiess thar-
lym 'sway Normal ejection fraction and urimpaired wall motion should be documented. If a thallium stress test suggests minor wal
motion abnormalities of questionable significance, a stress echocardiogram to document normal wall motion may be useful to exclude

significant coronary anery disease.

Datly monrtonng durng theragy with Proleukdn should include vital signs (temperature, pulse, blood pressure and respiration rate) and
weight 1n a patient with a decreased blood pressure, especialy less than 30 mm Hg, constant cardiac monitoring for rhythm should

he anndustad H an shnnrmal anmnday or thuthm ic coen an ECG chould he nerfnrmad  Vital siane in thoce ivnatencive natiante chauid
DE CONGUCIES. 1T 3N SMOTTTIG: COMpmas OF YT IS 5080, 3N IUs SNCUC D0 PENDMES, Vial Sighs I TeSE YDGIONSIVE P3UCHLS SoUd

be taken hourty and central venous pressure (CVP) checked.

Dunng treatment, puimonary function should be monitored on a reqular basis by clinical examination, assessment of vital signs and
puise oximery. Patients with dyspnea or ciinicai signs of respiratory impairment (tachypiea of raies) shouid be further assessed with
arterial biood gas determination. These tests are to be repeated as often as clinically indicated.

Cardiac function is assessed daily by clinical exarnination and assessment of vital signs. Patients with signs or symptoms of chest pain,
murmurs, gallops, irrequiar rhythm or palpitations should be further assessed with an ECG examination and CPK evaluation. If there
is evidence of cardiac ischemia or congestive heart failure, a repeat thallium study should be done.

Drug Interactions: Proleukin may atfect central nervous function. Therefore, interactions could accur following concomitant adminis-
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tration of psychotropic drugs (e.g.. narcotics. analgesics, antiemetics, sedatives, tranquilizers).
Concurrent admenistration of drugs possessing nephrotoxic (e.g. aminoglycosides, indomethacin), myelotoxic (.g. cytotoxic chemo-

therapy). carigionc {e.§. dxOTUDICin OF hepatotoxic (e.g. methotrexats, aSparaginase) efiects with Proteukin may ncrease toxicity
1 these organ systems. The safety and efficacy of Proleukin in combination with chemotherapies has not been established.
Although glucocorbconds have been shown to reduce Proteukin-induced side effects inchuding fever, renal insufficiency, hyperbilirubinemia,
confusion and dyspnea. ' concomitant administration of these agents with Proleukin may reduce the antitumor effectiveness of Pro-
leuion and thus should be avoided

Beta-blockers and other antihypertensives may potentiate the hypotension seen with Proleukin (aldesleukin).

Carcinogenesis, Mutagenesis, impairment of Fertility: There have been no studies conducted assessing the carcinogenic or muta-
genic potential of Proleukin (aldesieukin).

There have been no studies conducted assessing the effect of Proleukin on fertility. It is recommended that this drug not be administered
to fertile persons of either sex not practicing effective contraception.

Pragnancy: Prepnancy Lategory . Animal reproduction studies have not been conducted with Proleukin, 1tis also notknown whether
Proleuion can cause fetal harm when administered to a pregnant woman or can affect reproduction capacity. In view of the known adverse
effects of Proleukin. 1t should only be grven 10 a pregnant woman with extreme caution, weighing the potential benefit with the risks

associated with therapy

Nursing Mothers: it s not known whether this drug is excreted in human milk. Because many drugs are excreted in human mifk and
because of the potential for Senous adverse reactions in nursing infants from Proleukin, a decision should be made whether to discon-
finue nursing or to descontinue the drug. taking into account the importance of the drug to the mather,

Pediatric Use: Safety and effectiveness in chiidren under 18 years of age have not been established.

ATIVERSE REACTIONS
The rate of orug reiated deaths n the 255 metastatic renal cell carcinoma patients on study who received single-agent Proleukin was
4% (11/255)

Freuency and seventty of adverse reactions to Proleukin have generally been shown to be dose-related and schedule-dependent. Most
adwese reactions are seit-uimiting and are usually. but not invariably, reversible within 2 or 3 days of discontinuation of therapy.

Examples of adverse reachons with permanent sequeiae include: myocardial infarction, bowel perforation/intarction, and gangrene.

The most trequentty reported senous adverse reactions include hypotension, renat dysfunction with oliguria/anuria, dyspnea or pul-
Mmonary conechon and mental stans chanaes {1 e lethamy somnalence, confusion and agitation). Other sericus toxicities have included:
Myocarkal ischema. myocandiass. gangrene, respiratory failure leading to intubation, GI bleeding requiring surgery. intestinal perfora-
Don/deus. coma. sewure. seps:s and renal impairment requinng dialysis. The incidence of these events has been higher in PS 1 patients
than i PS 0 patients (See “CLINICAL PHARMACOLDGY"" Section, *“Clinical Experience” Subsection).

The foliowing data on adverse reactions are based on 373 patients (255 with renal celf cancer and 118 with other tumors) treated with
the recommended every 8 hour t5-mnute infusion dosing regimen. These patients had metastatic or recurrent carcinoma and were
enrotied n sveshgahonal tals i the Uned States.

Organ systems i which reacbons occurred in a significant number of the patients treated are found in the following table:

TABLE iii
Incidence of Adverse Events
Events by Body Syrlem % of Patients  Evente by Rody Syetam Y of Patisnte
Hypotension 85 Nausea and Vomiting &
{TEQUITNG DIESSOTS) 7 Diarrhea 7
Sinus ] Stomatitis 2
Arrtythmeas 2 Anorexia 2
Amnal B Gl Bleeding 1
Supraventncular 5 {requiring surgery) 2
Ventncular 3 Dyspepsia 7
_ Junchonal 1 Constipation 5
mmmm Cont g Intestinal Perforation/lieus 2
Premature r Contractions Pancreatitis <1
Premature Contracbons i
“""*m'g"'i‘""' : 39"%"% tus Ch 3
Myocaral Infarchon 2 ental Status Changes
Dizziness 7
Congioe ean o 1 SemoyDsnan 0
Myocardts 1 optEdial SENSOTY ViSOTUETS
{vision, speech, taste} 7
(S;"u?qcrm } Syncope 3
Percardal Efusion " Motor Dysfunction 2
Coma 1
Em : Sexzure (grand mal) 1



SLE Hl — Continued
incidence of Adverse Events

Events by Body Sysiem % of Patients  Events by Body System 4__”._%"\““
Puimonary Renal
Puimonary Congestion g; Ok "'s‘m’o"‘ g
Dyspnea n
Puimonary Egema 10 gre;am Creatinine Elevation s;
Respiratory Fanure enuna 1
{}eadng 10 mtubation) 9 Hematuna 9
Tachypnea 8 Dysuna o 3
Preural Effusion 7 Renal Impairment Requinng Dialysis 2
Wheezing 6 Urinary Retention 1
Apnea 1 Urinary Frequency 1
Pneumothorax 1 Dermatologic
Hemoptysis 1 E‘——_'""ﬁs 8
Hepatic rythema 4
Elevated Bifirubin 64 Rash %
Elevated Transaminase 56 Dry Skin 5
Elevated Alkaline Phosphates 56 Exfotiative Dermatitis in
Jaundice 1 1 Surpur;/Petechnae 4
Ascites rticaria 2
Hepatomegaly 1 Alopetia 1
Hematologic Musculoskeletai
Anemia n Anthralgia 6
Thrombocytopema 64 Myalgia §
Leukopemia Y Arthritis 1
Coaguianon Drsorders 10 Muscle Spasm 1
Leukocytosis 9 Endocrine
Evsinophiba 6 Hypothyroidism <1
Abnormal Laboratory Findings 16 General
moz\:mm % Fever and/or Chills 8
Pain (all sites) 54
Hypocalcemia 15 ‘Abdomina) 5
:wovnosnggatem i ghe:l 12
Hyperuncemsa 9 220 : 9
Hyyggalbumnemna H E:teng#::/Weakness/Malmse ig
nypoormememna Z infection b
Hypotrlét‘reema 4 including urinary tract, injection site,
¥iaslmin N catheter tp, phlebitis, sepsis)
Hypogycema 2 Weight Gain { > 109%) 23
Hypergiycemsa 2 Headache ]
Hypocholesterolema 1 mﬁm s( 210%) 5
4
gmxgm ; Injection Site Reactions 3
erphosotmem 1 Allergic Reactions {non-anaphylactic) 1

Other senous adverse events were denved from tnals invohving more than 1,800 patients treated with Proleukin-based regimens using
 vanety of doses and schedules. These events each occurred with a frequency of < 19 and included: liver or renal faifure fesulting
" death. duodenal uloerabon. ftal eestinal pertorabon, bowel necrosis, fatal cariac anest, myocardis, and Supraventricular tactycari;
permanent or transient bindness secondary o 0plc neurits; fatal malignant hyperthermia; pulmonary edema fesuting in death: respiratory
armes. fatal respwatory adure. fatal stroke: transient ischemic atiack. meningis; cerebral edema; pericardits, allergic tersttial nephtis.
tracheo-esophageal hstuia; tata) puimonary emboli; Severe depression ieading to suicide.
OVERDOSAGE
Side effects followsng the use of Proleulan are dose-related. Administration of more than the recommended dose has been associated
with 2 more rapd onset of expected dose b toxicities. Adverse reactions generally will reverse when the drug is stopped, particy-
farty because 115 serum hatt-kie 1s short {See ““CLINICAL PHARMACOLOGY " Section, * ies'* Subsection). Any continy-
g symptoms should be treated supportively Lrfe threatening toxicities have been ameliorated by the intravenous administration of
dexamethasone ' whch may result in loss of therapeutic effect from Proleukin. NUTE:Pdovbleddmnmhmhm.
cian showld reler 10 the package insert for this product.
DOSAGE AND ADMINISTRATION
Proleuion (aidesteulan for iection) should be admnistered by a 15-minute IV infusion mrza hours. Before initiating treatment, care-
fulty review the “*INDICATIONS " “CONTRAINDICATIONS ™", ““WARNINGS™ *‘PRECAUTIONS"’ and “ADVERSE nuc%lons" Sections,
partcuiarty regarting pabent selection. possibie serious adverse events, patient monitoring and withholding dosage.
The following schedusle has been used to treat adult patients with metastatic renal cell carcinoma. Each course of treatment consists
of two 5-day treatment cycles separated by a rest penod.

600,000 1U/kg (0.037 mg/kg) dose admenistered every 8 hours by a 15-minute IV infusion for a total of 14 doses.

Following 9 days of rest. the schedule ts repeated for anather 14 doses, for a maximum af 28 doses per course.

Dunng canecal tnaks. doses were trequently held for taxicity (See *Dose Modification™ Subsection). Patients treated

with thes schedule recerved 2 median of 20 of the 28 doses dunng the first course of therapy.
Retreatment: Patients should be evakuated for response appraximately 4 weeks after completion of a course of theragy and again immed-
atety pnor 10 the scheduled start of the next treatment course. Additional courses of treatment may be given to patients only if there
5 S0me tumor shankage followng the tast course and retreatment is not contraindicated (See “CONTRAINDICATION™ Section). Each
treatment course shouk! be separated by a rest penod of at least 7 weeks from the date of hospital discharge. Tumors have continyed
10 regress up to 12 months foliowng the inrtiation of Proteukin therapy.
Dose Modification: Dose modification for toxicity should be accomplished by holding or interrupting a dose rather than reducing the
00se to be grven Decrsions to stop. hoid. or restart Proteukin therapy must be made after a global assessment of the patient. With
thus i mind. the Tollowang guideknes should be used:
Treatment with Proleukn {aidesleuion) shouid be permanently discontinued for:
Organ System Permanertly discontinue treatment for the following toxicities
Cardovascutar Sustaned ventncular tachycardia (2 5 beats)

Cartrac hythm disturbances not controlied or unresponsive to management
Recurrent chest pam with ECG changes, documented angina or myocardial infarction

Pencardial tamponade
Pyimonary Intubanion required > 72 hours
Renal Renal dystunchon frequinng diatysis > 72 hours
Central Nervous System Coma or toxic psychosis lasting > 48 hours
Repetrtive or detficutt to control sewzures

Gastromestina! Bowel ischermsa/ perforation/ Gl bieedirv) requinng surgery



Doses shouid be heid and restaried accorting {0 the ronwing
Organ System  Hokd dose tor Subsequent doses an\\
Atnat fibrillation, supraventricular tachycardia, or Patient is asymptomatic with fuli recovery 1o

Carthovascular
bradycardia that requires treatment of is recurrent sinus rhythm.
or persistent
Systolic bp < 90 mm Hg with increasing Systolic bp =90 mm Hg and stabe or improving
fequiEments for PFESSOTS TequirtmERS for Pressors
Any ECG change consistent with Mi or ischemia Patient is asymptomatic, M| has been Tuleg
witE or without chest pain; suspicion of cardiac clinical suspicion of anging i out,
wrhama
na 0, saturation < 34% on room air or < 90% with 0, saturation =94% 0n foom aj i
PUMONY S ters O, by nasai prongs 2ters O, by masalprongs. > = 0 with
Central Nervous  Mental status changes, including moderate Mental status changes completely resoived
o ;ansm;nzr agnanort\m is Clinicall ! Se resolved,
me psis syndrome, patient is clinically unstable psis syndrome has
Syste stable, ;’fectmn is under treatment patet s cinically
Renal Serum creatinine = 4.5 mg/dl or a serum creatinine  Serum creatinine <4 mg/di and num and electro-

of 4 mg/di in the presence of severe volume over- tyte status is stable

load. acidosis, or hyperkalemia

Persistent oliguna, unne output of < 10 mL/hour Urine output > 10 mL/hour with a decrease

for 16 10 24 hours with rising serum creatinine serum creatining = 1.5 mg/di o normalmnon of
serum creatinine

Hepalic Ciiding encephaiopathy, All signs of hepatic failure have resoived®
el ncreasing ascies, kiver pain, hypoglycemia

Gastromtestinal  Stool guaiac repeatedty >3-4+ Stool guaiac negative

Sin Bliouss dermatils or marked worsening of pre-ewisting.  Resoliation of al signs of buhous dermatitis

skin condition (avoid topical steroid therapy)
-o.snonunmanrumevmmmtormatmurse Consider starting a new course of treatment at east 7 weeks after cessztion of adverse

b emtal dimahnran

eveni and hospital GisCharge.

Reconstitution and Dilution Directions:

Reconstitution and diiution procedures MManmmMmanumwmqmmumdmum

and thus shouid be avoided.

1 Proteykan 1s a sterile, white to off-white, preservative-free, lyophilized powder suitable for IV infusion y :

non EACH VIAL CONTAINS 22 MILLION U (1.3 MG) OF PROLEUKIN AND SHOULD BE nmousnmrm”‘ PTICA o ind

DF STERILE WATER FOR IRJECTION, USP. WHEN RECONSTITUTED AS DIRECTED, EACH AL CONTAINS 18 MILLIF 1U (1.1 MG)
OF PROLEUKIN. The resufting solution Stiould be a clear, colorless to sightly vellow liquid. The vialis for sigle-use only and any
unused pornon should be discarded

asmadctitimn Sha Coanla I ln Lainatina |1
2 quwrm!mulluul the Sterire Water 1o iy i,

1o avoed excess foaming. DO NOT SHAXE.
3 mmmmmm reconstitited in Sterile Water for Injection, USP(wmutmsewanve)shouMbwhmasemrynso mk

2 iniaction  LISP and infucad over 3 15-minute nariod. Atthough glass hottlas and nlactic {nohas
of 5% Dextrose Injection. anG Intuses Over a 1o-Minute penoa. ACUgR Giass O0ITes NG Pastic \yv-yvmyn I-"MIW] m5 fiave

wwnmmmwmmuemnsmcommmwmuasucbaosbewedasmemmmmnm
1al stugkes suggest that use of plastic containers results in more consistent drug delivery. tn-line fiters should not be used when
admemstenng

4 Before and after reconstitution and dilution, Store in a refrigerator at 2° to 8°C (36° to 46°F). Do not freeze. Administer Proleukin
withun 48 hours of reconstitution. The solution should be brought to room temperature prior to infusion in the patient.

5 Reconstitution of diution with Bacteniostatic Water tor njection, USP, or 0.9% Sodium Chioride Injection, USP should be avoided
because of mcreased aggregation. Animal studies have shown that dilution with albumin can alter the pha!macoloqy of Proleukin.
Prolevkin for injection should not be mixed with other drugs.

& Parenterat drug Droducts should be inspected visually for particulate matter and discoloration prior to administration, whenever solution
and comasner permit
HOW SUPPLIED

Proleuion {aidesieukin tof wWeChion) & suppiled in pac
Protevion Drscard unused portion

NOC 53905-991-10

Store vials of iyophized Proleudan for ijection in a refrigerator at 2° to 8°C (36° to 46°F).

Reconstituted or deuted Proleukan is stable for up to 48 hours at refrigerated and room temperatures, 2° to 25°C (36° to 77°F). However,
since thes product contains no preservative, the reconstituted and diluted solutions should be stored in the refrigerator.

Do not use beyond the expiration date pinted on the vial. Note: This product contains no preservative.
CAUTION: Federal law (USA) protetrts dispensing without a prescription.

conienis gently swiried

an
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